-designed the study and co-wrote/co-illustrated the manuscript. 
and lower cAMP levels, and were less sensitive to the cystogenic effect of DDAVP as conclude that the effect of enhanced hydration in rat and mouse models of PKD differs.
50
More powerful suppression of V2 receptor mediated signaling than achievable by 51 enhanced hydration alone may be necessary to affect the development of PKD in 52 mouse models. 
Pkd1
RC/RC mice were randomly assigned at 4 weeks of age to NWI or HWI-agar groups.
116
Mice in the HWI-agar group were fed 5 g of powdered food (5053 regrind LabDiet) and 117 0.25g of agar (Sigma-Aldrich) in 25 ml of water per mouse. NWI mice received the 118 same amounts of powered food and agar. Both groups had ad lib access to water and 119 throughout the trial period bottled water intake was measured weekly and the mice were 120 placed in metabolic cages every four weeks to measure urine output. NWI mice drank 121 4.08 ml/mouse/day whereas HWI mice drank only 0.75 ml/mouse/day from the bottles.
122
HWI animals ate >90% of food/agar mixture daily, providing a ~5.7-fold increase in daily 123 water intake compared to NWI mice. All animals were sacrificed at 24 weeks of age for 124 blood and tissue harvest. (Table 2) . This, however, was not accompanied by 220 significant effects on urine vasopressin, renal cAMP, ERK phosphorylation, cell 221 proliferation, kidney weight, cystic and fibrotic indices, and plasma urea or plasma 222 creatinine levels (Table 2 and Figures 1B and 2B, D, F) . to PCK rats was due to higher phosphodiesterase activity, we reasoned that rat models 238 of polycystic kidney disease would be more sensitive than mouse models to the in these animal models.
291
Instead, differences in intrinsic susceptibility to the development of PKD between rats 292 and mice may be a contributory factor. In this regard, it is telling that the PCK rat 293 exhibits renal cysts at or soon after birth (13), whereas most mouse Pkhd1 knockouts 294 only develop renal cysts at an advanced age or not at all (3, 5, 6, 15, 31, 32 6. Garcia-Gonzalez MA, Menezes LF, Piontek KB, Kaimori J, Huso DL, Watnick T,
334
Onuchic LF, Guay-Woodford LM, and Germino GG. Genetic interaction studies link 335 autosomal dominant and recessive polycystic kidney disease in a common pathway. Table 1 . Effect of enhanced hydration on the development of polycystic kidney disease in PCK rats
